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mmm 

bLX$k&£ fritz (Kadomatsu, K. et al., Biochem. Biophys. Res. Commun., 
151: 1312-1318,1988; Tomomura, M. et al., J. Biol. Chem., 265: 10765-107 
70,1990) o ^ -y K2K>tt^U>^t£©J$SH?T-&t> (Toiomura, M. et 
al., Biochem. Biophys. Res. Commun., 1-71: 603-609,1990) ; Igjg (Tsutsui, 
J. et al., Cancer Res., 53: 1281-1285,1993). W&<D£.ft& XUfrib (Mura 
matsu, H. et al., Dev. Biol., 159: 392-402, 1993), &f>tfC*§««M£ (Yos 
hida, Y. et al., Dev. Brain Res., 85: 25-30,1995) N $?£H# LT 1^3 t% 

(D^SX-MMJ^izU^^frlX^^ (Tsutsui, J. et al., Cancer Res., 53: 1281- 
1285,1993; Garver, R. 1. et al., Am. J. Respir. Cell Mol. Biol., 9: 463- 
466,1993; Garver, R. 1. et al., Cancer, 74:1584-1590 ,1994; Nakagawara, 
A. et al., Cancer Res., 55 : 1792-1797, 1995; Aridome, K. et al., Jpn. J. C 
ancer Res., 86:655-661,1995; Koshizawa, S. H. et al.. Cancer Lett.,. Ill: 
117-125,1997; Nakanishi, T. et al., Obs. & Gyn., 90: 285-290,1997; O'Bri 
en, T. etal., Cancer Res:, 56:2515-2518, 1996) „ ^ y h**-!' fe. th 
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Sr£t££7F-f (Kadomatsu, K. et al., Br. J. Cancer, 75: 354-359 ,1997) 0 

(7 ; 7 7.$;-V>7t5-«-*-i&&<Dm*) (Kojima, S.. et al., J. Biol. 
Chem., 270: 9590-9596,1995) £ «fctf]fil«f£?S& (Choudhuri, R. et al., C 
ancerRes., 57: 1814-9,1997) £>UT, £&«gfcl8#LT^*Rjiltefc&S„ 

(Muramatsu, H. et al., Dev. Biol., 159: 392-402 (1993); Kaneda, N. et a 
. 1., J. Biochem., 119:1150-1156,1996) ZtZ'&Zo £ft&0f£/BJ&aS©£33* 

v;:: .QbteMMit.. 7* h (DBom ftz frit* ®nmmmifi&wiT.ZT&&t. k* 

: <-f ># v . ^ ^r;u • V. V.TJl' -Tut* (radial glial process) ZftMLZ^ 
6 i: ^ -5 *Hfr £ &Sfl"W"£>ft£ (Matsumoto, K. et al., Dev. Brain Res., 7 
•9: 229-241,1994) 0 COi^ ^y.FA^Xt &W<^ ^©^^U>S^tt 

*fci\ fl^O^'J >©»(CctoT^^ <ffig£ft*fr&Tfe* (Kaneda, 
N. et al., Biochem. Biophys. Res. Commun., 220:108-112,1996; Kaneda, N. 
et al., J. Biochem., 119:1150-1156,1996) 0 2o#)& N nligSU y H*>f >li 
tit. iKofrOimigtfflSt^Lt, W&m.m&®?tLZimL (Michik 
awa, M. et al., J. Neurosci. Res., 35: 530-539,1993; Kikuchi, S. et al., 
: Neurosci. Lett., 160:9-12,1993) x £fc N f*u£MT-i±, *©iBI£&igfl¥*S£ 
%7jiT (Kojima, S. et al., J. Biol. Chem., 270: 9590-9596,1995) ZtZfo 

Z> (Unoki, K. etal., Invest. Ophthalmol. Vis. Sci., 35:907-915,1995) » 
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ftT£*K *^H^^(Zct B£B£ftfc^. v K*^>(i^-r2.^>^^M{^ 

1. , TIB (a) (d) ©^a$Wt*^>^^ 

(d) ^mj^-- fc?K if IK ^;v)3-i-— if II K >T7*^~ fe\ 



WO 99/38971 



4 



PCT/JP99/00423 



2. TIB© (a) frf> (e) oxgfcj; bm&TZZ £:#T*#3s 

(a) * y K*-r>^^>^^Hft«SU-54»«i«lsai:$ y H*-f:>fc£-f 

(b) &#|gfl^T-ggffljia£gfliU 

(c) ^©if»&8?$lc*fU tni^y >^';^D-±;i/Stfr N *j«tv®Eift 

3. -Xg (c) i: j3 It 7D r ^ >A-b 7 7 D-^ t-Xf ^ (2) Iz 

■4. (1) A>5> (3) ©^t*ftfrtfB®©* W^M£n-.Kr3DNA, 

5. (4) ■£I3«©DNA£^&T* ; s**-. 

6. (5) £I3«0^**-£&8r*BKfeglft:, 

7. (6) CfB80^g£fc#&Jg*Tax;|i£^tf % CI) fr£ (3) ©^ 
t I n^{C|B«©^>/^McD^ai^Ss 

8. (1) fr£> (3) m\ttlfrlZ&Wt<D*>rt9%lzm&T2>ffits 

9. (Dfrfc (3) ©ortifrJclBtt©* W^ffh * y K3b>f >fco^ 

(a) »fcfc£&i®#£T-e (l) frt> (3) 0^r*ifrfc:§3«©*Wt*Ri; 

(b) m^b^©#^ST(ciJiNT^mUfe (1) fr£ (3) ©^-ftifrtlB 
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(1) fr£ (3) (7)V^-rtLy{P(CIBi6©^>^^M^fei± ; e^Dg|5^7•5 L Kh^ >y 

(a). ftfcfti£$r* (l)*»e> (3).©l*rftfr£IBtt©*>^*K£fcfci:* 

.11. (1 (3) Olv-fn* s (-f3m©^>7^K(z3g^Ti,7>^=i'ri 

(a) mmt&VQCDft&T.-Z ( 1 ) frfc (3 ) ■©V^ftfrfcgBtB'©* W**ft 

(b) h K*-r>t«tsaii!a«!iafSi4*i£T^-&s^«i$swrsxg N 
i2. * v v*ijyiz£z>MMmmm&& (i) o> <D^rtn?^.mm 
(io) ^fett (id cga«©£8u icn-ri>o 

.K*>f >©f^ffl*iip*j-rs^ffl*^-rsfl:^sjiro 
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*W >fcg£"f r MBPj CHt5, 

rMBPj ttv^FAO t^t5^ £ y K £^ > |ej u < ij 
SS^Tfe^HB-EGF^s &M&©g 6 ST & *GST-^— GRfcttg 

-£l&i^o r MBPj o ; -n* * ^ > ^o^^ifiij-efe 5 ; 

TSo K*Y>ttqj*S r MBPj (DfrtjiibT, £3^$)&M* f&t>5 

r MBPj tsb^'-TSo K 

^ y K*-f >i± r MBPj k^-fSo LTx $ y Ka-f >®fg3l#>f >h***T-*& 

r MBPj y KfcW >©S/^;HeM^ H-£f a^Ofca&fcflTfc* 

(Tsutsui J.et al., Cancer Res. 53:1281-1285(1993)) x m%lz s .'J\ja©ffKji 

idome.K.et al.,Jpn. J. Cancer Res. ,86:655-661(1995)) 0 XmM^W&t&^X 

££*IT^5 0 JMijS (Garver, R. 1. et al., Cancer, 74: 1584-1590 (1994)) , 
!US (Garver, R. 1. et al., Am. J. Respir. Cell Mol. Biol., 9: 463-466 
(1993)) \ —zl — d7?^ h— t (Nakagawara, A. et al., Cancer Res., 55: 
1792-1797 (1995)) t&UT * ^ y V tiJ XD%%kDmi)Qttk^tz$tlT^Z> 0 
S3£<c& t) i y Y-hj >t7\y(* V U7<< > (Pleiotrophin) tfJfotfr^-eSfc 
^tH#LT^Su fc-£*i£*a$R£fc&£;h,fc (Rangana.C.et al., Cancer Re 
s., 57,1814-1819(1997)) 0 cti^Hfr rMBPj Y-h4 s sfrt><b*/7 
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■fMz&iomibkim^LT^zzttf^pLibti. r MBPj \±mfemm j pm&®^ffi 
tmbpj it, %m<D$>^>7n(DttL. &fc?mfrWkZ&ffi*mmLtz*mz.*> 

t^^^mmmommmiz^L, #u v k * >r am r MBPj 

tmbpj zn-FTzmhT'ftmm&LtzMmzigmzzbizxbmwi-t 

T3«&£©^ y K*>r->ie^>/^a*.^rsaBiia*[ 32 p]iEu>K35:irT- 

It^o SBia^SjKI-SfcftCDOT^fcU-rttx ^J^Ss Hifc0fll.fc:i3«©Tris 
-HCl(pH7.6) x 1% NP40. 20mM EDTA, 10//M ^.7^X lmM 7i-JMfib 
.^;i/^-;U7;u^-iJ h\ lmM ;^^")A8t h U £A£#tr&IP*8ffi«*ffl^* 

TMBPJ #£Sft*ii#&ftSfc«>£ N .0!!*^ 10000xg-C20^H©^T-ff^3 

•&^£ft£.SDS-PAGET-Jg§i U h 7 o SDS-PAGE&, 

•"mbpj ©m> K$tftHiUTy;i/A»t>^o!3.mu swi^ r MBPj 
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DNAi: LTteu ^^>>'^S$:=i-h*to§ ; fe(DT-$)tll^(z$iJI5B{i^<. cDNA. 
4VADNA©ffe N £f£DNAfc^£ft3 0 r MBPj cDNA&, fl|*fcf % UMLfc r MBPj 

(DfflfrTzymmq (n^sseei) ^7irMvft^7^-ha (pitcs, e 

X r MBPj <&3-KT^^yADNA$M1-i.3^^qI^Tfe-So 

£*i&DNAfci\ r MBPj »x^>;^Ih LT£ST££#>{3#Jffl1- 
#T*££o HP^s r MBPj £a->*r£DNA£&M5£$gm^**-C£AU ^ 

^sj-r-scifcticfcD r MBPj zmLZ*>rt9ntLxm®Tzz£ifi'siittc& 

Zo r MBPj Sfl^g|x.^>M^©iSt:ffl^t > tiS1&i-^^^-^t:j3tt5^ 
^*-#^£ft£ 0 ^**-fcUTfciu ^Jx.(^ gfST-(ipHIL-Dl,pHIL-D4& 

^^^-*ffifflrs^?Sx ftgtts&fc£*»jE-f ai&a, (hvj (-t> 

^•>^;i^h #ijifi/>^ijD-;i (peg) N i^iii^s, a^«Eia 

vx^v3>^ N iu^hb#i/-j/3>a, s;— 5^ tjifiy (gene g 
un) §ffll^JSWf)li4o ft¥fft£i£i: LTfcJU V >i*;i/y>) A«tI&& N 
'j*'7-A& x DEAEt^* h^&, 7*D 7 # 
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£^ r MBPj $3- .K-raDNABu- tmbpj t mmvnf&z^Tz * >wn& 

&%1(D7 * ;&Z&&TZ%m£i,Z&. MZit, gBttftgft&gSHI (Site-D 
irected Mutagenesis) x Ot^nt« (in vitro Mutagenesis) tiST? 
S^lf&ixS-o M^^^^M^{30^Ti±s r 01igonucleotide-directed 
Dual Amberj ^ (Hashimoto-Gotoh,T.,et al. (1995)Gene 152,271-275. ,Zoller s 
M.J. and Smithy. (1983)Me.thods in Enzymology 100,468. M (1986) & 

£.lk¥mmmm rafg^ffisfeffillj 105.,Ausubel,F.M.,et al.( 1987 )Current P 
rotocols In Molecular Biology L6. 1-1.6.10.) N tapped duplexj (Kram 
er,W.,et al.( ; 1984)Nucl.Acids Res. 12, 9441. , Kramer, W. and Frits, H.J. (1987) 
Methods in Enzymology 154,350.) , 'Hfonkelj & (Kunkel,T.A. (1985)Proc.Na 
1 1. Acad. Sci. USA 82,488. ,Kunkel,T. A. ,et al.( 1987) Methods in Enzymology 15 
4,367.) fcfcra^tf&tu >f >K hngmmmz-D^Zte, rik PCR in vitro 
Mutagenesisj (Ito,W., Ishiguro,H. and Kurosawa, Y.( 1991 )Gene 102,67-70.) 
teZttmf^tiZo $Lit. ;W7'J^-fe*-v3>3» (0H*fc£, Sambrook,J., 
Fritsh,E.F.,Maniatis,T.(eds):Molecular Cloning,2nd ed.,Cold Spring Harbo 
r.Laboratory,1989, Gubler,U. .Hoffman, B.J. :Gene, 25:263-269, 1983, Hanahan, 
D.: J. Mol. Biol., 166: 557-580, 1983#as) &££ffl^T, r MBPj £ n - K T 3 DN 
AIB?!I£fcfcl:*0-SS£gfc:. ffl^CD4tl/fP^^n^lil5]tt©m^DNA§#giL. 
.^DNAfrS, r MBPj bllp|0^£^T6#>;^ft£f#3£h&T-^-?>o £*iS> 

*$gH§fcJ\ r MBPj £*g£T£i/i#-fc:glT-So r MBP j izm^-r ztnmz. 
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Mz-&, ttTCia^SCJ: DMt5:ttfT-ia 0 3IM3&£aT-£lLfc 
l"MBPj $7D-f>h®^7^a^>b (FCA) i«|^U £)-&?L 
3$ (x^y5» d;ft££tf¥ (-a — S/-7> K*?^ k 2500 

~3000gr.) O70%7;WD-;HftTfg*LfcjST10-5rmSjet:aALs 3U[5]&££ 

h (fia) zmmrzo zmmcmo^x-n^ 3@i0&fi*i7&. 

|Sia{34 0 C, 1600|s]tE(rpm)T-aSi^U iihtJ. lOlI^rDf-O 
■A$|iJfflLTSK-rSo >ffi9£&, r MBPj %mmtLtz77 4 j - 

X^V-^ftK r MBPj ^U^D->;HfE(*:©^»a:fTtoti*.o mu&filMfctts £ 
& (Kohler, G. and C. Milstein, Nature 256: 495-497 (1975)) tiotM 

tftmfcx&Zo fafcfemizm^zmsu^ t b4m&t> tatty fcfcx-fr 
zzt&ftZL^o th<tfc<*&, wz-izxm (mam. mn^i^x^tu: 

Z** : ?tii{*<Dft9&bZ(Dl&m. Medical Immunol. 22: 628-638, 199K IrPS 
: • t hSfb^OHShf^^ffl^ E^CDifc®^ 167:457-462, 1 

993, SP}g:Wthfts 77Jb?y7 33: 24-28, 1997) IB* 

!k $fet hSftiis (Chothia,C. et al., Nature, 324, 
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877(1989), Roguska,M.L. et al. ,Proc. Natl. Acad.Sci. U.S.A. ,91,969(1994). W 
inter, G. et al.,Annu. Rev. Immunol., 12, 433(1994), Lonberg,N. et.al., Nature, 
368,856(1994)) IB«0^.t«tDSS»-r53^*sqrt6-C-*So 

tit. *%W&s r MBPj t^y KA^ >fc©ijg££IM"f U- 
->^Stzli1-So :©^?'J-->^a^ (a) Stfefls^rftKO^STT 
rMBPj *>^H£fct±*©®#^?;^.Ki:^ y r*Jb>f r MB 
Pj .*>rt9&£1z&Z<D&ft*7'* 'l?-k.Z >y >£©*S£?St4£&itiT3x 
■fix (b) »fb^©I^STC^^TltillLf; rMBPj *Wt*Ki-fcfcJ:*© 

*R-r&x*i N ^^tfo 

3tL^©^^U-->^'ffi©3£^i:&S.^II«(binding assay) (± N iH 

#T-$>n(s. xittttBiR©^ Mxit r ^^©ttK^ai^" -JtsiH^ t 

*©^£^*r£ft#fS&Si&7K •.B#£4b^lBs.-p236-267. JfcJSlfc^A* 
(1.991) j s l" Schumacher, R.et al. : J. Biol- Chem.266 : 19288-19295, 1991 j -mizm 
DTllitlSo *©JSC31H\ ifel*ttlqHi7clR ( radioisotope )T«3»7^;i/Ufc 

titzi&fr^b&ms KZfism-fbtizfiK ztibtz&mztitz^o ztuz&*)% 

l&ifi&lfe>tiZifi, &&mWz&^Xl±, ZtibZfflfoLZ. l>#>K(ligan 

:ij-->TO{:|t5o ^B^©^"-* h©*£ U— ->^i£{±x (a) 
^f^b^rtJ^ r MBPj ^>y^S*fct±-?:©a5^7 , f- K^^SI-Sfflflat^ftl!^ 
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tfo *M07>^3-7 h * V -- > ^i^ii. . (a), &&to£r 
^©££TT- r MBPj $>^?n£tzl±%(Dffifr^73- YZftMTZMMt^ v Y 
t> J I * Y*Jyiz£Z®mmm%i&&$iltiTZi.n, (b) 

*>T-§£o r^flg^^j ^ tmbpj 5UZZ<D®fr^73- y 

#Ji:LTfiJfflL-5 3©^&£>-f> &m&m& (^P.¥9-205332) , 

— #KYasuhara,0. et al.j Biochem. Biophys. Res.Commun. 192: 246-251,199 

3 ) & ¥<DftWM * m% r s m m 1 1 x & mmr- & s t % z ti z> » - 

M 1 £\ HJ&^J 1 ©in vivoU >SHbH§fc©igJfl£^-r; SDS-# U TO V)\>7 \ 

YnmMmm-r:-fo% 0 r MKj &nj&su v Ytijytw&^k r MBPj ^©*S££^ 

To r MK-Hep Sephj fet^U > • b*-Xig^^ y K£f rMBPj h©$£££ 
?>to >"BSA-Hep Sephj fcW^J> • t'-XJg^BSAi: Wj £©*g££^T 

M2\±, Ht£0ijl©in vivoU >i£fbfll£©^3i£^1\ SDS-^' 'JTi 7 
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Fm^bxmmT'&Zo (a) 3Z ?mm,*>^?nz. *y k^^ox&hb-egf©?? 

£T (*ft*ft r MKj Sfctt thb-EGFj fc^jfO (. f-j fc^) 

i-c- h U $U v (anti-MK) , XttinHB-EGFtntt (ant 

i-HB-EGF) T^W^^fco (B) 32 P*ii&* >;^ff£, l//g/ml * y K*>f 
>X.ttGST-.-rc-.2/i?> (GST-Bsg) ©MT-f^ >^^- h U JU* Kfc-f:, 
i/W* N tfc^-»>s;>^(^ XtttfEGSTiaft (anti-GST) T-&^t|S§£i*£o 

t>&.?\ . r MBPj i:^wt^^^^^fsi- s mmmm-rtti^o x v 

06ii : fMBPj t^rnsU>Kft7^^K02*7C*SSMa»ElT*5o 
. r pS d ij > s fpTj hU3l--> N r p Yj tt*7*f-D»»(5 

&K©gl&a${4£^-f <, (A) .fcU y F^-l' >«©0^, (B)-fcU 

1^7© (A) liG401«BJfi N NIH3T3«, RmZ.5B&(D&fflm£l8tfZ rjffiPj 
©3£^£^TSm?/*MT&6o (B) {±12. 53^^19. 5BE©JE8MS£i5W'3 

rMBPj ®^3i$:^-rmm^i!jiiT-$>§o ("mkj ^ y Ytij >tmzj y*a. 
mM®(DBmfrMizttt%m%&z^Tn%fammT*&%o niep ij . rH ep i 

i j ^ r Hep ii i j (± s tfii x /s/^i;^-- em^u 
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R££ftSfc©T-ttfc^o 

[^»J1] S * K*-f >e^*>^*K©Pl£ 

5*K*>f;/fcjU ^£*©13.5BJE©B8K**fc$8:aLT^a (MitsiadisJ. 
A.et al.: Development, 121:37-51, 1995; Kadomatsu,K.et al.:J. Cell Biol. 110 
:607-616,1990) tztb, ^£*©13.5BE©IHfc)U ;^A-f>©^W^g 
£fql£f 6©£, 5M&M*4-£fc3o 5^MICRv^0l3.5BJBE©l!Bail!a^s X 
..i$HB»©;Si£ (Kaneda,N.et al. : J. Biochem. 119:1150-1156,1996) izfti\ M 

mcmcDigmm-zmKizm ttz 0 z <Dtgmmi&*. o . 1 % * tym^MRuo. 1 % i 

TS£^#, U >^$:^^^V^^;^^>yI3^M^-^;l/i#±fe(DMEM)4 3 -^:^ 300>aC 
i/mL© 32 P-iE'J >K?5hSET, 2mmj >^ra^- h U fflMZmt&Ltzo 32 PJI§$ 
IfflflS^ lmM y^^<j7A^± h U ^Ah0.5mM EDTA£^tfPBST-&# LfcgL 
H®?£[0.5mL©50mM Tris-HCl(pH7.6k 1% NP40^ 20mM EDTA. lQuYl d^^t*^ 
>, lmM 7irjMW;^-;i/7;WJ h\ lmM A'ti/^Ait K'J>)A] 
#T\ 4°Cmp^UR«iLx iSlKLfco 4°CT*20^aiC^ffl|(1000dxg)L. ±il£f# 

±31 y Yii^ >(l>"g/inL)©?^$Tx sUMi^ST* 4°CT'mp E H 

K*>f >*''J£d— ^-;i/Jn;frx MrDf-f >A-fc77D-*CL4B (77J^y 
70 £«fcD -frfco ^WtJ^±I3?§PM®^T-^U> 4%SDS-*'U 

T^'J;UT^ K7;U*&&I&(SDS-PAGE)T-JiS&§U ^ ^ -^7*^-7 >f If— BAS200 

>7";Kz©^ N ^S^-*-T-fe^#3l7E^J©7-r 7u*>73-y<Drty Kft 
^{CBJ5>^^v^^-;i/^itl^tife (Ell :MK£^LfcU->©fc30 o 
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K*>r >B\ £3^ft£#GD& fcT-fct. Wx.K> >-l (syndecan 

-1) (Mitsiadis,T.A.et aL:Developinent,121:37-51,1995; Nakanishi,T.et al. 
:J. Biochem. 121: 197-205, 1997) N N-v>x# >(N-syndecan) (Nakanishi, T.e 
t al.:J. Biochem. 121:197-205, 1997) % Rlf U i # h* £ > (ryudocan) - (Kojima, 
T.et al.:J. Biol. Chen. 271: 5914-5920, 1996) m<D^;^ ymfe-ruT*? U * 

*£T** 200#L© lng/jnLS.y. K*W >J;fc8:20(UiL© 1 ng/iL*t=lfil?i7;i/7* S > 
(BSA)©PBS?g$ft£, 10%^^U >-fe7 7-n-*CL6B (^M'J>- fc*-X;7 7;u 
.7">7) tiults 4°CT"4B#F^< >^ri^- h.tfe^ >J > • e-X£, 5 

OmM Tris-HCl(pH7.6)s 1% NP40, 20mM.EDTA N . 10//M D.^7f 7i = 

;i/7;i/*y h\ v ljnM:^y£A&± h v £A£^tfimg/mL bsa 

> ■ £-Xfc#JC N 4 0 C-£, -Bfc^ >*a^- h Lfco &^«£t>*SDS-PAGEii, 

*©*g^ 5. y K*-f U > • t77 P-^h0$I^t»-&T-iis r MB 

Pj-O^SOffijttMCjjfpftS/^^tftm^nfc (HI : MK-Hep Sephh^ 

2M$g#J&M> K©^3&MfciH£*l£ (Ell :BSA-Hep SephhH^ Lfc l/->) c 

.t^m^iifcs/^^u^x * y Ka-r >t^g&&fc©T?fcaA»ir-5fr£* hb-e 

GFx &t>'GST-^— >:/> (basigin) W^fl(GST-Bsg)£ffl^TSi^fco 
HB-EGFtt, U >Jg£t£fS:lE : ?T*&S (Higashiyama,S.et al. : Science, 251 
:936-939,1991) s GST-Bsgtt, 7 U >X-^-7 t ^ U -icSTSIIfMi 
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9>'i*n?&Z*-i'i/>®m&Hfcm*m^x£$(k£tl1tb<DT'&Z (Miya 
uchi, T. et al., J. Biochem. 107: 316-323, 1990) 0 01©£i£ic 

^©^x HB-EGFiix JrU y ^ I&^&mHB-EGFm 

ft (^TftfcS.Higashiyamai#±J;!9sg!9gtt;fc) £<Dffi^-£fc>-y-T«\ 
frofc (H2-A) o £fz, GST-Bsgils */U y K*>f >i7i# N ft^—>^ >Jri&, 

Wbfrttt^tzo r MBPj ii^tfco 
[fi»J2] r MBPj £PTP£hcD§§3*te 

tmbpj t^-ra— -Dommit^tLXs ^> KD^^>ii7Drt^'j* 

^T-& a I>-fe 7** -i®*7*fDy > 7> * fc? £ (PTP £ ) ?>ft 
PTP^&. * y>*2K >£50%©iH?'J©ffl|5ltt£&* K a y K*>f >fc£<0£& 
rSt££^ftLT^£7"b^:*hD7^ >£&£-r£ (Maeda, N. et al. :J. Biol. 
Chem.271: 21446-21452,1996) . PTP£ii, g-fc, m l: <t o ^ 

-^-^tJifrttx rMBPj fcKJfct&frofc (13) o 
[HWJ3] r MBPj ©tt^ 

32 PT-*If&£;ft,£;ifl££, -fe>>U7N 7 U— /"^ — ^rffil^T lmM M 
tS^^Ait h U £Ah0.5mM EDTA^^tfPBSTiRft U y *-^(D*^ 
"tf-T^i^XUfeo 4°CT-20^P^ii-^g|(10000xg)tTx ±?g 

frtifbtzo zcD&m, wmmzofrs ""mbpj <zm-> Kaunas (H4) 0 t 

[H«"J4] TMBPj cDSBU>^b 
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u-ty^-m^-i-— fcfcDiBU vilboi^^tf;^, tmbpj (Dm&izMR 
T- 1 £ & £ « N r MBPj CDSB'J vn^-f>tioTs ti5 i: 

#£S>.ft3o r MBPj ©IB'J^KftSlS^fcftts *0ftJg«T*©.S y > 
©a|S(iU^;u^ffi^$.-frfc % S-y K*^>V h^£;a©13.5BE0ffiCD 
IfflflSfctefflLfco 32 P^a«^s 100ng/mL©* y KjtK 0 5t^$ti 

fc^>f >^i^-hUfc„ *MS£&#U.*ji¥MM:o^-t\ ll«'Jl^[5lt£ 
©£*£-£g^HSfc£fr^fco r MBPj ^ y K*-* >O^STti, U >&Hb 
SftT^fc (i5 : U->0' ) o y>Kfl:B\ 5y >SJn^T10^t:Jg 
SSLfc (H5 : b->10' ) o ^ y : >\*>f >aiiP^ 0, 10, 30#&©*>^;i/3t 
ffiOJt{±x 1 : 1.57 : 1.31T-&o£ (125 : b->0' , b— >10' ,&tfb->10' ) c 
,. [IIJfcfcl.5] .rMBPj ©!J ylftfai^, . 

r MBP j t^m^n^^ofco iiCv fMBPj o'j^Kflsgi^s-^-rsfcfet, 
fi£fln*#i!¥£fTofco r MBPj ©«> h'i^" »; u ^ KWfr&to D as u 

>^r^-c-h r MBPj «lt 0 KJD*d»i:r:»:7c»ji*mai&ttx £i£ 
fEi8©£& (Boyle, W. J. et al.: Methods Enzymol. 2018:110-149, 1991) (z^ 
■3tzo *<D&m, 06-AK^LfcJt?fi* v£*©Efr£>f§e>*lfc r MBPj 4>©-fe 

LfeSSt-Sc bT. -fe U >££S© U lO^tztoT^tSK&ofco' 

(06-B) o 0#h30#©-te U >©3£jg©J±W, 1 : 1.49T-&ofc 0 

[M£0'J6] TMBPj ©ttT©^ 
, J/U y K*>f (Wilm's) HaSiMIia^T*& 3G401«©if 

*g£8B##]tcffig-rs- (Muramatsu,- H. et al., Dev. Biol., 159: 392-402 (19 
93)) o $ y N'#>f >t±, NIH3T3iffl]iS©ii$g£.i£jiL (Muramatsu, H. and Murai 
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atsu, T., Biochem. Biophys. Res. Commun., 177: 652-658 (1991)) N £fc^© 
MMZl&ftte&tZZ.b.lfi'lZg* (Kadomatsu, K. et al., Br. J. Cancer, 75: 
354-359 (1997)) 0 1^, Ztibommmt, YtU >©$Sii6l$&b-tr 7* 

^- ■ ^^;i/fiagBstt5x t^mztiZo io%*jfe!%ikm (fcs) 

7-AHU dtl£>©«l&T\ r MBPj #$S3Bi/T^3Ci:£jjVto G40UMT*©- 
BJOl/->td5>tlS r MBPj OSl^^> >MU -G40liOlll&£M£»3SLT^5l*| 
St$©^ y K*>f >£J:afc©T?fcSi:©toft3o in vivoT ^ y Yt>4 

>#383SLTl*a£fctftfeto£*lT^£s 12.5BR &m9.5BJE©IMB£(C:fc 
^T*k rMBPj #SB&LT^fc(EI7-B)o 
[H»J 7 ] tmbPj ©HHJigt£ 

ifSfrfcH^Sfctfxtls ^/^U^^— fe*(heparitinase) (E!8CDHep K Hep II X 
Slffiep III) , ^T7^t- 1* (118 ) . RV3> h*D>T^^— t? (^-^li^L 
T^fc^) tmbPj ©jSStt^Ulltfco i*5fcfi«J#Ji¥fcJU WT(3l2«T 

Hep I, IK SVIIICJlS^-etts &&im%lZ. 2mM©i^bft;W><7A£ 
^tf40mM©Tris HCl(pH7.4)Tifc#Lfc&, 10JL-y h/mL©Hep K r/m 
LcDHep IK gg^ttUx-.y h/mL©Hep III (£fc^X^) $#Cr20^LOPISffi?ft 
T> 37°C, U$R3'f>*i'<- h Lfco *7**--tffc«fc£rjifbT*fci:x 
£lfoiM0Tris-HCl(pH7.5)T-&#Lfc^ 20^ y hM©^*:*— t? (£fb^ 
$:#tf40/zL©|5]iiiai^T-37 o C N 1.5^>^a^-Mfco 3 > K o 

viz&zmib-cit. ft&rtmydZwmcD&mi- v >; ^a, 5dim©edta n ibm 

©PMSF, 0.lBMO^r^^^->A*#tP0.1M©Tris-HCl(pH7.4)jg?ftTi5fe^L x 0.5 
^--y h/mL©D> KD'ff-t- tfABC Z-atsZQtiMDmmmfaTJ 
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1. TI3 (a) frt> (d) W<*Ko 

( b ) JagSttM** D v 7 7 * — b* £ # U £ o -± friKfolz^ u 

(c) aeiaais©j!t^»^R^ifes 0 

(d) ^A-y^—- fe*i N ^»j^-Hfii v ^y^— b?in N ?j=?$-$-—iz^ 

2. TI2CD (a) (e) ©Xg£ «fc .BUST 3 'd ^ y 

(a) * y H*^>^^>^^M$^Lo ?)»«h^ y K£^>£:£^ 

(b) mmmwm-cmfflMzmML, 

(d) i7U y K*-f >#*)9b-i-)VlK{& v^F^-fX $ y K*>f 

(e) gi&g&^ffcfr e> * y K*-f >tSpT5^>/^I^f 

3. IS (c) r d 7^ >At7 7 0-7 bL-XT-fc£if#ll2 

5. aI*Jl4 tfeM©DNA£^#T£^*-o 

7. m#metz&i&G>j&nm&i*zt£m-rzjLm*<£t!, a*#iiia>e>3<zn> 
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5m. 

(b) sttfc^ci^sTtt'^-r^Hiifei^ 1 3©^-rtifr(cEBt£ 

II^cJIl fr£ 3©^rftfrC§3«©* Wi&SJ£fctt*©aJ#^:7*- h'h^ y K 

*>r>fc©fg^raf££<rF£i*afc^&£^Taig, 

1 0 . gfj&Jl 1 3©l>ril^lC.gB i tt© i ^->v^^Stlg^--rST^r:^ h $ 

(a) Wk{b&%l&m>&% 1 3©^-m*lzIB<8©^>^^SSfctt^© 

aig, . ... 

(b) =• y K*>r >(Zct5lffl»J^?St4i:|IM^Cc|5i-©^WJ^^$§l- 

1 1. II^Jl 1 fr£ 3©i>m*»t:HB<S©^>/^JSt:ig^-r*7 , >^3"-^ 
(a) ^<b-&t)©#STT-m^Il 1 fr£> 3©Mf ftfr£H3«©*>^®3; 
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